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IN THE SPECIFICATION : 

Please amenff page 3, first full paragraph as follows: 

A third class of immunosuppressive drugs for use in organ transplantation is 
provided by compounds which are immunomodulatory and generally prevent or inhibit 
leukocyte activation. Such compounds usually act by blocking activated T-cell effector 
functions or proliferation, or by inhibiting cytokine production, or by preventing or 
inhibiting activation, differentiation or effector functions of platelet, granulocyte, B-cell, 
or macrophage actions. The cyclosporin family of compounds is the leading example of 
drugs in this class. Such compounds are polypeptide fungal metabolites which have 
been found to be very effective in suppressing helper T-cells so as to reduce both 
cellular and humoral responses to newly-encountered antigens. Cyclosporins alter 
macrophage and lymphocyte activity by reducing cytokine production or secretion and, 
in particular, by interfering with activation of antigen-specific CD4 cells, by preventing 
L-2 secretion and secretion of many T-cell products, as well as by interfering with 
expression of receptors for these lymphokines on various cell types. Cyclosporin A, 
cvclolL-alanvl-D-alanvl-N-methvl-L-leucvl-N-methvl-L-leucvl-N-methvl-L-valvl- 
(3R.4R.6E)-6.7-didehvdro-3-hvdroxv-N.4-dimethvl-L-2-aminooctanovl-L-2- 
aminobutanovl-N-methvlalvcvl-N-methvl-L-leucvl-L-valvl-N-methvl-L-leucvn . in 
particular, has been used extensively as an immunosuppressive agent in organ 
transplantation. Other microbial metabolites include cyclosporins such as cyclosporin B 
and cyclosporin G, and another microbial product known as FK-506. Cyclosporin A 
suppresses humoral immunity as well as cell-mediated reactions. Cyclosporin A is 
indicated for organ rejection in kidney, liver, heart, pancreas, bone-marrow and 
heart-lung transplants. Cyclosporin A is also useful in the treatment of autoimmune and 
inflammatory diseases, including rheumatoid arthritis, Crohn's disease, Graves' 
disease, severe psoriasis, aplastic anemia, multiple-sclerosis, alopecia areata, 
penphigus and penohigoid, dermatomyositis, polymyositis, Behcet's disease, uveitis, 
pulmonary sarcocidiosis, biliary cirrhosis, myasthenia gravis and atopic dermatitis. 


PHA4151.7 (2916/4) 
PATENT 


2 


